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DETAILED ACTION 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on July 24, 
2008 has been entered. 

The original restriction election is carried over from the response to the office 
action mailed on December 28, 2006. Further, claim 19 is withdrawn from further 
consideration pursuant to 37 C.F.R. 1 .142(b), as being drawn to non-elected subject 
matter. 

The following modified rejections are made below: 

Claim Rejections - 35 USC § 11 2 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process 
of making and using it, in such full, clear, concise and exact terms as to enable any : person skilled in 
the ad to which it pertains, or with which It is most nearly connected, to make and use the same and 
shall set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 3, 10-15 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification does not reasonably provide enablement for preventing death or 
degeneration of neurons projecting to or from an area of the brain selected from the 
group consisting of the ventral tegmental area and the substantia nigra, or the locus 
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ceruleus. the specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to practice the invention 
commensurate in scope with these claims. The specification does not provide sufficient 
information that death, Alzheimer's disease or any other disease characterized by 
degeneration of neurons projecting to or from an area of the brain selected from the 
group consisting of the ventral tegmental area and the substantia nigra, or the locus 
ceruleus, is preventable using the method of administering to a patient a compound of 
the said compounds. The instant specification fails to provide information that would 
allow the skilled artisan to practice the instant invention without undue experimentation. 
Analysis of In re Wand is discussed above. 

When the above factors are weighed, it is the examiner's position that one skilled 
in the art could not practice the invention without undue experimentation. 

(1) . The Nature of the Invention : All of the rejected claims are drawn to preventing 
death or degeneration of neurons projecting to or from an area of the brain selected 
from the group consisting of the ventral tegmental area and the substantia nigra, or 
the locus ceruleus 

(2) . The state of the prior art : In the instant case, the specification does not provide 
guidance as to how one skilled in the art would accomplish the objective of 
preventing death or degeneration of neurons projecting to or from an area of the 
brain selected from the group consisting of the ventral tegmental area and the 
substantia nigra, or the locus ceruleus. Nor is there any guidance provided as to a 
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specific protocol to be utilized in order to show the efficacy of the presently claimed 
compound for preventing death or degeneration of neurons projecting to or from an 
area of the brain selected from the group consisting of the ventral tegmental area 
and the substantia nigra, or the locus ceruleus. 

The state of the art regarding treating Alzheimer's is relatively high. However, the 
state of the art for prevention of Alzheimer's disease is relatively low. 

(3). The predictability or unpredictability of the art: the art does not enable a person 
of ordinary skill in the art to make and use the claimed invention without resorting to 
undue experimentation. The burden of enabling one skilled in the art to prevent 
death or degeneration of neurons projecting to or from an area of the brain selected 
from the group consisting of the ventral tegmental area and the substantia nigra, or 
the locus ceruleus would be much greater than that enabling the treatment. In the 
instant case, the specification does not provide guidance as to how one skilled in the 
art would accomplish the objective of preventing death or degeneration of neurons 
projecting to or from an area of the brain selected from the group consisting of the 
ventral tegmental area and the substantia nigra, or the locus ceruleus. Nor is there 
any guidance provided as to a specific protocol to be utilized in order to show the 
efficacy of the presently claimed compound I for preventing death or degeneration of 
neurons projecting to or from an area of the brain selected from the group consisting 
of the ventral tegmental area and the substantia nigra, or the locus ceruleus. 

The specification fails to enable one of ordinary skill in the art to practice the 
presently claimed method for preventing death or degeneration of neurons projecting 
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to or from an area of the brain selected from the group consisting of the ventral 
tegmental area and the substantia nigra, or the locus ceruleus. The term 
"prevention" or "preventing" is synonymous with the term "curing" and both 
circumscribe methods of treatment having absolute success. Since absolute 
success is not as of yet reasonably possible with most diseases/disorders, the 
specification is viewed as lacking an adequate enablement of where Parkinson's 
disease may be actually prevented. 

(4) . The breadth of the claims: the claims encompass a method for the preventing 
death or degeneration of neurons projecting to or from an area of the brain selected 
from the group consisting of the ventral tegmental area and the substantia nigra, or 
the locus ceruleus. Applicant fails to set forth the criteria that define the prophylaxis 
of the disease. 

(5) . The amount of direction or guidance presented: does not provide any guidance 
in terms of preventing death or degeneration of neurons projecting to or from an 
area of the brain selected from the group consisting of the ventral tegmental area 
and the substantia nigra, or the locus ceruleus. 

(6) . The presence or absence of working examples: applicant does not provide any 
working examples for the preventing death or degeneration of neurons projecting to 
or from an area of the brain selected from the group consisting of the ventral 
tegmental area and the substantia nigra, or the locus ceruleus. The applicant has 
not provided any competent evidence or disclosed any tests that are highly 
predictive for the preventative effects of the instant composition. 
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(7). The quantity of experimentation necessary: the quantity of experimentation 
would be an undue burden to one of ordinary skill in the art and amount to the trial 
and error type of experimentation. Thus, factors such as "sufficient working 
examples, "the level of skill in the art' and "predictability" etc. have been 
demonstrated to be sufficiently lacking in the instant case for the instant method 
claims. In view of the breadth of the claims, unpredictability of preventing death or 
degeneration of neurons projecting to or from an area of the brain selected from the 
group consisting of the ventral tegmental area and the substantia nigra, or the locus 
ceruleus, and the lack of working examples regarding the activity as claimed, one 
skilled in the art would have to undergo an undue amount of experimentation to use 
the instantly claimed invention commensurate in scope with the claims. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-3, 5-8, 16-18, and 20 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Arnsten et al. (Science, Vol. 230; pgs. 1273-1276) and Chowe et al. 
(WO 9928300) in view of O'Rourke et al. (The Journal of Pharmacology and 
Experimental Therapeutics,1994.vol 268(no 3). Characterization of [3H]RX821002 
binding to alpha-2 adrenergic receptor subtypes) and Allegran (2000 Annual Report). 
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Arnsten et al. teach that there is a loss of catecholamines in Alzheimer's disease 
and that pharmacological treatments may ameliorate the cognitive deficits (pg. 1274, 
Col. 1 and 2). Arnsten et al. teach an alpha 2-receptor agonist (clonidine) caused 
memory improvements in animal models of dementia (pg. 1274, Col. 3, second 
paragraph) and further teach that adrenergic agonists will be helpful for patients with 
Alzheimer's disease (pg. 1276, Col. 2). Systemic administration was achieved by 
intramuscular injections and oral administration (#11 in References and Notes). It is 
taught that cell deterioration occurs in the locus ceruleus. The art reads on claims 6 
and 8 because the compound is optionally substituted form the group consisting of an 
imidazolane, a thiourea, a thione, a quinoxaline and an imidazolone. 

Additionally, Chow et al. teaches alpha-Adrenergic agonists (I) which selectively 
activate the alpha2B or alpha2B/alpha2C receptor subtypes are useful in treating 
memory and cognition deficits. 

Arnsten et al. fails to teach the specific alpha2B or alpha2B/alpha2C agonist 
AGN-1 97075. 

O'Rourke et al. teaches there is the use of alpha-2 adrenergic agonists in treating 
Alzheimer's disease (p. 1352, paragraph 1). 

Allergan teaches AGN-1 97075, an alpha-2 agonist. 

Therefore, one of ordinary skill in the art would have reasonable expectation of 
treating Alzheimer's disease with AGN-1 97075, an alpha-2 agonist. The motivation to 
treat Alzheimer's disease with AGN-1 97075 is because (1) Chow et al. teaches alpha- 
Adrenergic agonists (I) which selectively activate the alpha2B or alpha2B/alpha2C 
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receptor subtypes are useful in treating memory and cognition deficits (2) O'Rourke et 
al. teaches there is potential for the use of alpha-2 adrenergic agonists in treating 
Alzherimer's disease. Hence, a skilled artisan would have reasonable expectation of 
successfully treating Alzheimer's disease with AGN-1 97075 an alpha-2 agonist. 



Double Patenting 



The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory obviousness- 
type double patenting rejection is appropriate where the conflicting claims are not 
identical, but at least one examined application claim is not patentably distinct from the 
reference claim(s) because the examined application claim is either anticipated by, or 
would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 F.3d 
1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 USPQ2d 
2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re 
Van Omum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 
164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 USPQ 644 
(CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c)or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3173(b). 

Claims 1-3, and 7 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claim 1 of copending 
Application No. 10/881 ,761 . Although the conflicting claims are not identical, they are 
not patentably distinct from each other because the instant claims are drawn to a 
method for treating a neurodegenerative condition of the brain comprising administering 
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an effective amount of a selective alpha 2B or selective 2B/2C adrenergic receptor 
agonist. The claims of Application No. 10/881,761 are likewise drawn to a method for 
treating neurodegenerative conditions of the brain comprising administration of an 
effective amount of a selective alpha 2B or alpha 2B/2C adrenergic receptor agonist. 
Both Applications are drawn to a method of treating neurodegenerative conditions by 
administering an alpha 2 receptor agonist; therefore, it would be obvious to use the 
alpha 2 receptor agonist AGN 197075 from the claimed invention as the alpha 2B or 
alpha 2B/2C adrenergic receptor agonist of Application No. 10/881 ,761 . 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented 

Response to Arguments 

Applicant's arguments regarding the 35 U.S.C. § 1 12, first paragraph rejection 
over claims 1-3 and 6-9 are not persuasive. The instant claim is rejected under 35 
U.S.C. § 112, first paragraph, because the enablement for methods of prevention of 
death or degeneration of neurons lacks support from the applicant's specification or 
prior art. The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to use the invention commensurate 
in scope with this claim. 

The burden of enabling the prevention of death or degeneration of neurons (i.e., the 
need for additional testing) would be greater than that of enabling a treatment due to the 
need to screen those humans susceptible to such conditions. In the instant case, the 
specification does not provide guidance as to how one skilled in the art would go about 
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preventing those patients susceptible to death or degeneration of neurons within the 
scope of the presently claimed invention. Nor is there any guidance provided as to a 
specific protocol to be utilized in order to prove the efficacy of the presently claimed 
method in preventing death or degeneration of neurons among the patients. The 
specification fails to enable "prevention", and undue experimentation is necessary to 
determine screening and testing protocols to demonstrate the efficacy of the presently 
claimed method for the prevention of death or degeneration of neurons. 

The Applicant's arguments over the 35 USC 103 rejection have been fully 
considered. In particular, Applicants argue that the Arnsten references does not stand 
proposition that clonidine can be used to treat neurodegenerative conditions because 
the studies were conducted in normal aged animals and not animals with a 
neurodegenerative condition. It is further argued that Arnsten provides no evidence that 
clonidine is effective in protecting neurons of the substantia nigra, VTA or locus 
ceruleus. 

In response to the above arguments, it is noted that Arnsten does teach normal 
aged animals conducting experiments such as the delyed-response task. Experiments 
in aged animals is common in testing performance for learning and memory associated 
with Alzheimer's disease. The authors conclude adrenergic agonists may be helpful for 
patients with Alzheimer's disease because the results from the studies show that 
clonidine is useful in treating age-related cognitive disorders (of which Alzheimer's is 
considered an age-related cognitive disorder). Further, Arnsten teaches that clonidine 
acts a sites throughout the nervous system and that some of the drug effects in the 
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study may be localized in the brain region that is the prefrontal cortex surrounding the 
principal sulcus. Arnsten explains a study on page 1276 in which the dorsolateral 
prefrontal cortex surrounding the principal sulcus was ablated and treatment with 
clonidine did not improve performance in the delayed-response task. Arnsten further 
teaches that the prefrontal cortex is reported to contain the highest concentration of 
postsynaptic a2 receptors in the rodent brain. Applicants describe in their specification 
that VTA contains neurons which project to sites such as the prefrontal cortex (page 8) 
which is the portion of the brain associated with higher cognitive functions. Therefore 
Arnsten does teach protection of neurons. Hence, it is not the mere possibility that 
Arnsten et al teaches adrenergic agonists will be helpful for patients with Alzheimer's 
disease (pg. 1276, Col. 2); the reference in fact indicates that there is a loss of 
catecholamines in Alzheimer's disease and that pharmacological treatments may 
ameliorate the cognitive deficits (pg. 1274, Col. 1 and 2). Arnsten et al. teach an alpha 
2-receptor agonist (clonidine) caused memory improvements in animal models of 
dementia (pg. 1274, Col. 3, second paragraph) and further that adrenergic agonists will 
be helpful for patients with Alzheimer's disease (pg. 1276, Col. 2). Systemic 
administration was achieved by intramuscular injections and oral administration (#11 in 
References and Notes). It is taught that cell deterioration occurs in the locus ceruleus. 
This would indicate that a skilled artisan would have known that such adrenergic 
agonists would treat Alzheimer's disease. The most common form of dementia is 
Alzheimer's. 
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Applicant argues the O'Rourke reference does not teach the use of alpha-2 
adrenergic agonists in treating Alzheimer's disease. In response, the Court has held 
that "the test of obviousness is not express suggestion of the claimed invention in any or 
all of the references but rather what the references taken collectively would suggest to 
those of ordinary skill in the art presumed to be familiar with them." See In re Rosselet, 
146 USPQ 183, 186 (CCPA 1965). "There is no requirement (under 35 USC 103(a)) 
that the prior art contain an express suggestion to combine known elements to achieve 
the claimed invention. Rather, the suggestion to combine may come from the prior art, 
as filtered through the knowledge of one skilled in the art." Motorola, Inc. v. Interdiqital 
Tech. Corp., 43 USPQ2d 1481 , 1489 (Fed. Cir. 1997). An obviousness determination is 
not the result of a rigid formula disassociated from the consideration of the facts of a 
case. Indeed, the common sense of those skilled in the art demonstrates why some 
combinations would have been obvious where others would not. See KSR Int'l Co. v. 
Teleflex Inc., 82 USPQ2d 1385 (U.S. 2007) ("The combination of familiar elements 
according to known methods is likely to be obvious when it does no more than yield 
predictable results."). In this case, given that O'Rourke et al. teaches there is the use of 
alpha-2 adrenergic agonists in treating Alzheimer's disease (p. 1352, paragraph 1), a 
skilled artisan would have reasonable expectation that an alpha-2 adrenergic agonists is 
useful in treating Alzheimer's disease. 

Applicant's argument over the ODP rejections depends on the validity of the 
previous arguments which were not found persuasive. 
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Conclusion 

No claims allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Layla Soroush whose telephone number is (571)272- 
5008. The examiner can normally be reached on Monday through Friday from 8:30 
a.m. to 5:00 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreenivasan Padmanabhan, can be reached on (571) 272-0629. The fax 
phone number for the organization where this application or proceeding is assigned is 
571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

/SREENI PADMANABHAN/ 

Supervisory Patent Examiner, Art Unit 1617 
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